Abstract
Intralipid), and one for aversive stimuli (NaCl, CA, and QHCl). For the appetitive stimuli, mice were food and water restricted (1 g food and 2 ml water) for the 23.5 hour period prior to testing. After each testing period, mice were given a 24 hour recovery period where they had ad libitum 1 6 1 access to food and water. For aversive stimuli, mice were put on a 23.5 hour water restriction 1 6 2 schedule throughout the training/testing period and given ad libitum access to food. During 1 6 3 aversive stimuli testing, a water rinse was presented in between each stimulus presentation in 1 6 4 order to control for potential carryover effects. All mice were weighed daily and given 24 hr 85% of their pre testing weight. number of licks per trial to water. For appetitive stimuli, a standardized lick ratio was used to potential lick rate for that animal as determined by the mean interlick interval distribution during water spout training (Glendinning et al. 2002) . This controls for individual differences in 1 7 4 maximal lick rates. All ratio scores were analyzed pairwise between groups by two-way analysis was used (p < 0.05) to determine if behavioral responses were significantly different between 1 7 7 groups, for each individual concentration. Only mice that initiated at least one trial for every 1 7 8 concentration were used in the analysis of a given stimulus. For presentation of behavioral data, curves were fit to the mean data for each group using a 2-or 3-parameter logistic function as 1 8 0 previously described (Elson et al. 2010) . 
Results
Numerous reports have shown that taste responsiveness can be modulated by peptide 1 8 4 signaling in taste buds. In a previous study from our group, we found that receptors for the 1 8 5 peptide PYY are expressed in subsets of TRCs (Hurtado et al. 2012; La Sala et al. 2013 Transcripts encoding three adiponectin receptors -Adipor1, Cdh13, and Adipor2 -were found in this dataset, albeit at lower expression levels than those seen for the adiponectin and neuropeptide Y receptor Npyr1 (Hurtado et al. 2012; Zhao et al. 2005 ). To validate the expression of Adipor1, Adipor2, and Cdh13 in mouse TRCs, we is found only in the surrounding tissues ( Figure 2B ). Co-labeling sections for Adipor2 and mice as a negative control. A global adiponectin rescue model (positive control) was generated 2 5 3 by administering 1x10 12 vg of AAV8-APN systemically to APN KO mice via tail vein injection.
5 4
One month after vector administration, we performed brief-access taste response testing for
Intralipid, sucrose, and QHCL ( Figure 8 ). We observed a modest, yet significant increase in the for any of the tastants tested ( Figure 8B ). Finally, upon completion of behavioral testing, saliva and blood samples were drawn for
adiponectin quantification by ELISA ( Figure 9 ). As expected, plasma and saliva samples from vector show diminished circulating levels of adiponectin (11.66 ± 10.32 ng/ml; Figure 9A ),
approximately 1000-fold less than seen in WT mice (6.088 μ g/ml; Figure 9C ) and less likely to have a biological impact (Frühbeck et al. 2017) . In saliva however, they express adiponectin at and humans (Lin et al. 2014) . By contrast, mice receiving systemic AAV8-APN showed much 2 6 9
higher plasma levels of adiponectin (744.52 ± 365.67 μ g/ml), but significantly lower levels in 2 7 0 saliva (1.80 ± 0.83 ng/ml; Figure 9B ). TRCs and associated taste nerves express a diversity of receptors for peptide hormones of TRC function by peptides acting as autocrine, paracrine, and/or endocrine factors. The studies of both oral lipid sensing and adiponectin-dependent signaling in the peripheral gustatory has since been hired at the Coca Cola company, and has provided only editorial guidance since Frühbeck G, Catalán V, Rodríguez A, Ramírez B, Becerril S, Portincasa P, Gómez-Ambrosi J. Hellström PM, Geliebter A, Näslund E, Schmidt PT, Yahav EK, Hashim SA, Yeomans MR. Chem 277: 34658-34661. 
